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Amendments to the Claims 

This listing of claims will replace all prior versions, and listings, of claims i 

application: 
Listing of Claims 

1 . (Currently Amended) A compound of formula I 




or a phormaooutically oocoptable salt, oot e r or oolvato thoroof, wherein: 
or a phannaceuticallv acceptable salt or ester thereof, wherein: 
n= 1-3; 

R, is selected from the group consisting of -CR 3 , -COOR 3 , -COR3, -COOH, -SO3H, - 
SO2HNR3, -POzCRsfc, -CN, -P0 3 (R 3 ) 2 , -OR 3 , -SR 3 , -NHCOR 3 , -N(R 3 ) 2 , -CON(R 3 ) 2 , - 
CONH(0)R 3 , -CONHNHS02R 3 , -COHNSOzRs, and -CONR 3 CN; 

R 2 is selected from the group consisting of hydrogen, C1-C9 straight or branched chain 
alkyl, C2-C9 straight or branched chain alkenyl, C2-C9 straight or branched chain alkynyl, aryl, 
heteroaryl, carbocycle, and heterocycle, wherein said alkyl, alkenyl, alkynyl, aryl, heteroaryl, 
carbocycle, and heterocycle is unsubstituted or substituted with one or more substituents selected 
from R 3 ; 

R 3 is selected from the group consisting of hydrogen, d-Q> alkyl, C2-C9 straight or 
branched chain alkenyl, C2-C9 straight or branched chain alkynyl, C1-C9 alkoxy, C 2 -C 9 
alkenyloxy, aryloxy, phenoxy, benzyloxy, hydroxy, carboxy, C,-C 9 thioalkyl, C 2 -C 9 thioalkenyl, 
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C r C 9 alkylamino, C 2 -C 9 alkenylamino, cyano, nitro, imino, sulfonyl, thiocarbonyl, sulfhydryl, 
halo, haloalkyl, trifluoromethyl, aryl, heteroaryl, carbocycle, and heterocycle, 

wherein said alkyl, alkenyl, alkynyl, alkoxy, alkenyloxy, aryloxy, thioalkyl, thioalkenyl, 
alkylamino, alkenylamino, aryl, heteroaryl, carbocycle, or heterocycle group is optionally 
substituted with a hydroxy, carboxy, corbony H cyano, nitro, imino, sulfonyl, 
thiocarbonyl, sulfhydryl, halo, haloalkyl, trifluoromethyl, aryl, heteroaryl, carbocyle, or 
heterocycle group; and 
X is O or S A 

wherein the heteroarvL carbocycle. and heterocycle are selected from cyclope ntyl, 
c yclohexvl. cvcloheotvl, phenvl benzvL na phthvL indenvl. azulenyl, fhiorcnyl, anthracenyl, 
indolvL isoindolvl. indolinvh benzofuranvl. benzo thioohenyl. indazolyl, benzimidazolyl, 
henzthiazolvl. tetrahvdrofuranvl. tetrahydronvranvl, p v ridvK pvrrolvh pyrrolidinyl, pyridinyl, 
pyrimidinvl, p urinvl. q uinolinvl. isoquinolinvL tetr ah vdroquinolinvK quinolizinyl, furyl, 
thio phenvl. imidazolvL oxazolvl. benzoxazolvl thiaz o lvl. isoxazolvl. isotriazolyl, oxadiazolyi, 
triazolvL thiadiazolvL pvridazinvl. pvrimidinvL pv razinvL triazinyl, trithianyl, indolizinyL 
pvrazolvL pyrazolinyL pyrazolidinvL thienvl. tetrah ydroisoQuinolinvK cinnolinyl. phthalazinyl, 
quinazolinvl, quinoxalinyl. naphthvridinvl- pteridi nvL carbazolvU acridinyl, phenazinyl, 
phenothiazinvl. nhenoxazinvl. adamantly, pyrrole gr oups, thiophene groups, pyridine groups, 
and isoxazole groups . 

2. (Original) The compound of claim 1, wherein the compound is non-immunosuppressive. 

3. (Currently Amended) The compound of claim l t wherein said compound is selected 

from the group consisting of: 

3, 3-dimethyl-N-[2-(5-phenylpentanoyl)-tetrahydro- 1H- 1 -pyrazolyl]-l ,2-pentanedione; 

3 7 3-dimetliyl-N-[2-(3-phenylpro 

3, 3-dimethyl-l-[2-(5-(3-pyridyl) pent-4-ynoyl)-pyrazolidinyl]pentane-l, 2-dione; 
3, 3-dimethyl-l-[2-(5-(cyano) pent-4-ynoyl)pyrazolidinyl]-pentane-l, 2-dione; 
3, 3-dimethyl-l-[2-(4-phenylbutanoyl) pyrazohdinyl]-pentane-l, 2-dione; 
3, 3-dimethyl-l-[2-(6-phenylhexanoyl) pyrazolidinyl]-pentane-l, 2-dione; 
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3, 3-dimethyl-l-[2-(5-(3-pyridyl) pentanoyl)-pyrazolidinyl] pentane-l, 2-dione; 
3-phenylpropyl 2-(3,3-dimethyl-2-oxopentanoyl> pyrazolidinecarboxylate; 

3- (3-pyridyl) propyl 2-(3, 3-dimethyl-2-oxopentanoyl) pyrazolidinecarboxylate; 

4- phenylbutyl 2-(3, 3-dimethyl-2-oxopentanoyl)-pyrazolidinecarboxylate; 

2- phenylethyl 2-(3, 3-dimethyl-2-oxopentanoyl)-pyrazolidinecarboxylate; 

3, 3-dimethyl-l-[2-(6-phenylhexanoyl) perhydro-pyridazinyllpentane-1, 2-dione; 

3, 3-dimethyl-l-[2-(6-(3-pyridyl) hexanoyl)-perhydropyridazinyl] pentane-l, 2-dione; 

3- phenylpropyl 2-(3 > 3-dimethyl-2-oxopentanoyl)perhydropyridazinecaiboxylate; 

4- phenylbutyl 2-(33-dimethyl-2-oxopentanoyl)-perhydropyridazinecarboxylate; 

5- phenylpentyl 2-(33-dimethyl-2-oxopentanoyl)-perhydropyridazinecarboxylate; 
4-(3-pyridyl) butyl 2-(3 J 3-dimethyl-2-oxopentanoyl)-perhydropyridazinecarboxylate; 

3, 3-dimethyl-l-[2-((5-phenyl) pentanoyl) perhydropyridazinyl] pentane-l, 2-dione; and 
or apharmocoutioally aocoptablo salt, ootcr or solvate ther e of, wh e r e in: 
or a pharmaceuticallv a cce ptable s alt or ester thereof. 

4. (Currently Amended) A pharmaceutical composition comprising: 

(i) a therapeutically effective amount of a compound of formula I: 




R 2 



or a pharmoc o utically aoc o ptablo aalt, ootor or solvat e thereof, wh e r e in: 
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or a pharmaceuticallv acceptable salt or ester thereof, wherein: 
n= 1-3; 

Rt is selected from the group consisting of -CR 3 , -COOR 3 , -COR3, -COOH, -SO3H, - 
SO2HNR3, -P02(R 3 ) 2 , -CN, -P0 3 (R 3 ) 2 , -OR3, -SR 3) -NHCOR 3 , -N(R 3 ) 2 , -CON(R 3 ) 2 , - 
CONH(0)R 3 , -C0NHNHS0 2 R 3 , -COHNS0 2 R 3 , and -CONR 3 CN; 

R 2 is selected from the group consisting of hydrogen, C1-C9 straight or branched chain 
alkyl, C2-C9 straight or branched chain alkenyl, C2-C9 straight or branched chain alkynyl, aryl, 
heteroaryl, carbocycle, and heterocycle, wherein said alkyl, alkenyl, alkynyl, aryl, heteroaryl, 
carbocycle, and heterocycle is unsubstituted or substituted with one or more substituents selected 
from R3; 

R 3 is selected from the group consisting of hydrogen, C1-C9 alkyl, C2-C9 straight or 
branched chain alkenyl, C2-C9 straight or branched chain alkynyl, C1-C9 alkoxy, C 2 -C 9 
alkenyloxy, aryloxy, phenoxy, benzyloxy, hydroxy, carboxy, C r C 9 thioalkyl, C2-C9 thioalkenyl, 
C1-C9 alkylamino, C2-C9 alkenylamino, cyano, nitro, imino, sulfonyl, thiooarbonyl, sulfhydryl, 
halo, haloalkyl, trifluoromethyl, aryl, heteroaryl, carbocycle, and heterocycle, 

wherein said alkyl, alkenyl, alkynyl, alkoxy, alkenyloxy, aryloxy, thioalkyl, thioalkenyl, 
alkylamino, alkenylamino, aryl, heteroaryl, carbocycle, or heterocycle group is optionally 
substituted with a hydroxy, carboxy, carbonyl, cyano, nitro, imino, sulfonyl, 
thiocarbonyl, sulfhydryl, halo, haloalkyl, trifluoromethyl, aryl, heteroaryl, carbocyle, or 
heterocycle group; and 
X is O or S; and 

(ii) a pharmaceutical^ acceptable carrier^ 

wherein the heteroaryl. carbocycle, and heterocycle are selec ted from cyclopentyl, 
cvclohexvl. cvcloheotvl. phenyl, benzyl- naphthvl. indenvL azul envL fluorenvl, anthracenyU 
indolvK isoindolyL indolinvl. benzofuranvL benzothiophen vl. indazolvl, benzimidazojyL 
benzthiazolvl. tetrahydrofnrarwl. tetrahvdropvranvl . pvridvh pyrrolvL pyrrolidinyl, pyridinyl, 
pyrimidinvl, purinvL quinolinvL isoquinolinvL te trahvdroauinolinvl quinolizinyl, furyl, 
thionhenvL imidazolvL ox azol yl- benzoxazoWL thia zolvl. isoxazolvl isotriazolyl oxadiazolyl, 
triazolvK thiadiazolvl. py HHa^in yl. pvrimidinvl. p yrazinvl. triazinvl. trithianvl indolizinyl, 
nvrazolvL pyrazolinyl. pyrazolidinvh thienvl. tetrah vdroisoQuinolinyl, cinnolinyl, phthalazinyl, 
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quinazolinvl. quinoxalinvl. naphthvridinvl. pteridinvL car bazoivl. acridinvl. phenazinyl, 
phenothiazinvl. phenoxazinvl. adamantly, pyrrole groups , thiophene groups, pyridine groups, 
and isoxazole groups . 

5. (Withdrawn) The pharmaceutical composition of claim 4, further comprising an 
additional neurotrophic factor. 

6. (Withdrawn) The pharmaceutical composition of claim 5, wherein the additional 
neurotrophic factor is selected from the group consisting of neurotrophic growth factor, brain 
derived growth factor, glial derived growth factor, cilial neutrophic factor, insulin growth factor, 
acidic fibroblast growth factor, basic fibroblast growth factor, platelet-derived growth factor, 
neurotropin-3, neurotropin-4 andneurotropin-5. 

7. (Currently Amended) A method for treating peripheral neuropathy. Alzheimer's disease, 
Parkinson's disease. Huntington's disease, or amyotrophic lateral sclerosis affooting a n e uronal 
activity in a mammal, comprising administering to the mammal an effective amount of a 
compound of formula I: 




R 2 



or a pharmaccutioally acooptabl o Golt, cstor or solvate thoroof, wh e r e in: 
or a pharmaceuticallv acceptable salt or ester thereof, wherein: 
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n = l-3; 

Rj is selected from the group consisting of -CR 3 , -COOR 3 , -COR 3 , -COOH, -SO3H, - 
SO2HNR3, -P02(R 3 )2 3 -CN, -P0 3 (R 3 ) 2 , -OR3, -SR 3 , -NHCOR 3> -N(R 3 ) 2 , -CON(R 3 ) 2 , - 
CONH(0)R 3 , -CONHNHSO2R3, -COHNSO2R3, and -CONR 3 CN; 

R 2 is selected from the group consisting of hydrogen, Ct-C9 straight or branched chain 
alkyl, C 2 -C9 straight or branched chain alkenyl, C 2 -C 9 straight or branched chain alkynyl, aryl, 
heteroaryl, carbocycle, and heterocycle, wherein said alkyl, alkenyl, alkynyl, aryl, heteroaryl, 
carbocycle, and heterocycle is unsubstituted or substituted with one or more substituents selected 
from R 3 ; 

R 3 is selected from the group consisting of hydrogen, C1-C9 alkyl, C2-C9 straight or 
branched chain alkenyl, C 2 -C 9 straight or branched chain alkynyl, C1-C9 alkoxy, C 2 -C 9 
alkenyloxy, aryloxy, phenoxy, benzyloxy, hydroxy, carboxy, C]-C 9 thioalkyl, C2-C9 thioalkenyl, 
C1-C9 alkylamino, C 2 -C 9 alkenylamino, cyano, nitro, imino, sulfonyl, thiocarbonyl, sulfhydryl, 
halo, haloalkyl, trifluoromethyl, aryl, heteroaryl, carbocycle, and heterocycle, 

wherein said alkyl, alkenyl, alkynyl, alkoxy, alkenyloxy, aryloxy, thioalkyl, thioalkenyl, 
alkylamino, alkenylamino, aryl, heteroaryl, carbocycle, or heterocycle group is optionally 
substituted with a hydroxy, carboxy, carbonyl, cyano, nitro, imino, sulfonyl, 
thiocarbonyl, sulfhydryl, halo, haloalkyl, trifluoromethyl, aryl, heteroaryl, carbocyle, or 
heterocycle group; and 
X is O or 

wherein the heteroaryl. carbocvcle. and heterocycle are selected from cvclopentvl. 
cvclohexyL cvcloheptvK phenyl, benzyl, naphthyl, indenyh azulenvh fluorenvl. anthracenvh 
indolvL isoindolvl. indolinvl. benzofuranvl, benzothiophenvl. indazolyl. benzimidazolvl, 
benzthiazolvU tetrahvdrofliranyh tetrahvdropvrahvK pvridvl. pyrrolvL pyrrolidinvh pyridinyl, 
pvrimidinvL purinyl, quinolinyl. isoquinolinvh tetrahvdroquinolinvL quinolizinvl, furyl, 
thiophenvK imidazolvL oxazolvK benzoxazolvl. thiazolvL isoxazolvl. isotriazolvK oxadiazolvl. 
triazolvl thiadiazolvl. pvridazinvl. pvrimidinvL pvrazinvl. triazinvl. trithianvl indolizinvL 
pvrazolvl, pvrazolinvL pyrazolidinvL thienyh tetrahydroisoquinolinyl, cinnolinvK phthalazinvL 
quinazolinvh auinoxalinyL naphthvridinvK pteridinvL carbazolvh acridinvL phenazinyL 
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phenothiazinvl. phenoxazinvL adamantly, pyrrole groups, thiophene groups, pyridine groups, 
and isoxazole groups . 

8. (Currently Amended) The method of claim 7. wherein the method is for treating 
peripheral neuropathy neuronal aotivitv io s e leotcd from th e group conaiGting of stimulation of 
damaged neurons, promotion of n e uronal regeneration, prevention of n e urod e gonoration, and 
tr e atm e nt of a n e urological dioordor . 

9. (Currently Amended) The method of claim 8, wherein the method is for tr e ating 
n e urologioal disord e r is s e l e ct e d from th e group consisting of peripheral neuropathy is caused by 
physical injury or disease state , traumatic injury to the brain, physical damage to tho spinal cord, 
stroke associat e d with brain damag e , and a neurological disorder relating to nourodogonoration . 

10. (Currently Amended) The method of claim 7 9, wherein the method is for treating 
neurologioal disorder relating to n e urod e g e n e ration is selected from th e group consisting of 
Alzheimer*s disease, Parkinson's disease, Huntington's disease, ead or amyotrophic lateral 
sclerosis. 



1 1 . (Withdrawn) A compound of formula II: 



Application. No. 09/835,523 
Atty. Dkt. No. 054707-0661 
Response To Final Office Action Of 03-25-2005 



i 

o=s=o 



or a pharmaceutically acceptable salt, ester or solvate thereof, wherein: 
n= 1-3; 
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Ri is selected from the group consisting of -CR 3 , -COOR3, -COR3, -COOH, -S0 3 H, - 
SO2HNR3, -P02(R 3 )2, -CN, -P0 3 (R3) 2 , -OR3, -SR 3 , -NHCOR3, -N(R 3 ) 2> -CON(R 3 )2, - 
CONH(0)R 3 , -CONHNHSO2R3, -COHNSO2R3, -CONR3CN, 
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o 



wherein said R] group is either unsubstituted or additionally substituted with R 3 ; 

R 2 is selected from the group consisting of hydrogen, C1-C9 straight or branched chain 
alkyl, C2-C9 straight or branched chain alkenyl, C2-C9 straight or branched chain alkynyl, aryl, 
heteroaryl, carbocycle, or heterocycle, wherein said alkyl, alkenyl, alkynyl, aryl, heteroaryl, 
carbocycle, or heterocycle is unsubstituted or substituted with one or more substituents selected 
from R 3 ; 

R3 is selected from the group consisting of hydrogen, C1-C9 alkyl, C2-C9 straight or 
branched chain alkenyl, C 2 -C 9 straight or branched chain alkynyl, C1-C9 alkoxy, C2-C9 
alkenyloxy, aryloxy, phenoxy, benzyloxy, hydroxy, carboxy, C1-C9 thioalkyl, C2-C9 thioalkenyl, 
C1-C9 alkylamino, C 2 -C 9 alkenylamino, cyano, nitro, imino, sulfonyl, thiocarbonyl, sulfhydryl, 
halo, haloalkyl, trifluoromethyl, aryl, heteroaryl, carbocycle, and heterocycle, 

whereir^said alkyl, alkenyl, alkynyl, alkoxy, alkenyloxy, aryloxy, thioalkyl, thioalkenyl, 
alkylamino, alkenylamino, aryl, heteroaryl, carbocycle, or heterocycle group is optionally 
substituted with a hydroxy, carbonyl, cyano, nitro, imino, sulfonyl, thiocarbonyl, 
sulfhydryl, halo, haloalkyl, trifluoromethyl, aryl, heteroaryl, carbocyle, or heterocycle 
group. 

12. (Withdrawn) The compound of claim 3 1, wherein the compound is non- 
immunosuppressive. 
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13. (Withdrawn) The compound of claim 11, which is selected from the group consisting of: 

3- phenylpropyl 2-[benzylsulfonyl] pyrazolidine-carboxylate; 

4- phenylbutyl 2-[benzylsulfonyl] perhydropyridazine-carboxylate; 
l-(5-phenylpentanoyl)-2-(benzylsulfonyl) tetrahydro-lH-l-pyrazole; and 
pharmaceutically acceptable salts, esters and solvates thereof. 

14. (Withdrawn) A pharmaceutical composition comprising: 

(i) a therapeutically effective amount of a compound of formula II: 




o=s=o 



R 2 

or a pharmaceutically acceptable salt, ester or solvate thereof, wherein: 
n-1-3; 

Ri is selected from the group consisting of -CR 3 , -COOR 3 , -COR 3 , -COOH, -S0 3 H, - 
SO a HNR 3 , -P0 2 (R 3 ) 2 , -CN, -P0 3 (R 3 ) 2 , -OR 3 , -SR 3 , -NHCOR3, -N(R 3 ) 2 , -CON(R 3 ) 2 , - 
CONH(0)R 3 , -CONHNHS0 2 R 3 , -COHNSO2R3, -CONR3CN, 
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wherein said Ri group is either unsubstituted or additionally substituted with R 3 ; 

R 2 is selected from the group consisting of hydrogen, C r C 9 straight or branched chain 
alkyl, C2-C9 straight or branched chain alkenyl, C 2 -C 9 straight or branched chain alkynyl, aryl, 
heteroaryl, carbocycle, or heterocycle, wherein said alkyl, alkenyl, alkynyl, aryl, heteroaryl, 
carbocycle, or heterocycle is unsubstituted or substituted with one or more substituents selected 
from R 3 ; 

R 3 is selected from the group consisting of hydrogen, C1-C9 alkyl, C 2 -C 9 straight or 
branched chain alkenyl, C 2 -C 9 straight or branched chain alkynyl, Ci-C 9 alkoxy, C 2 -C 9 
alkenyloxy, aryloxy, phenoxy, benzyloxy, hydroxy, carboxy, d-C 9 thioalkyl, C 2 -C 9 thioalkenyl, 
C1-C9 alkylamino, C 2 -C 9 alkenylamino, cyano, nitro, imino, sulfonyl, thiocarbonyl, sulftiydryl, 
halo, haloalkyl, trifluoromethyl, aryl, heteroaryl, carbocycle, and heterocycle, 

wherein said alkyl, alkenyl, alkynyl, alkoxy, alkenyloxy, aryloxy, thioalkyl, thioalkenyl, 
alkylamino, alkenylamino, aryl, heteroaryl, carbocycle, or heterocycle group is optionally 
substituted with a hydroxy, carbonyl, cyano, nitro, imino, sulfonyl, thiocarbonyl, 
sulfhydryl, halo, haloalkyl, trifluoromethyl, aryl, heteroaryl, carbocyle, or heterocycle 
group; and 

(ii) a pharmaceutically acceptable carrier. 

15. (Withdrawn) The pharmaceutical composition of claim 14, further comprising an 
additional neurotrophic factor 

16. (Withdrawn) The pharmaceutical composition of claim 15, wherein the additional 
neurotrophic factor is selected from the group consisting of neurotrophic growth factor, brain 
derived growth factor, glial derived growth factor, cilial neurotrophic factor, insulin growth 
factor, acidic fibroblast growth factor, basic fibroblast growth factor, platelet-derived growth 
factor, neurotropin-3, neurotropin-4 and neurotropin-5. 

17. (Withdrawn) A method for effecting a neuronal activity in a mammal, comprising 
administering to the mammal an effective amount of a compound of formula II: 
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II 



o=s=o 
I 

R 2 



or a pharmaceutical^ acceptable salt, ester or solvate thereof, wherein: 
n is 1-3; 

Ri is selected from the group consisting of -CR 3 , -COOR 3 , -COR 3 , -COOH, -S0 3 H, - 
S0 2 HNR 3 , -PQ2 (R 3 ) 2 , -CN, -P0 3 -OR 3 , -SR 3 , ~NHCOR 3 , -N(R 3 >2, -CON(R 3 ) 2> - 
CONH(0)R 3 , -CONHNHS02R 3 , -COHNSOzRa, -CONR 3 CN, 
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wherein said Ri group is either unsubstituted or additionally substituted with R 3 ; 

R 2 is selected from the group consisting of hydrogen, C r C 9 straight or branched chain 
alkyl, C2-C9 straight or branched chain alkenyl, C2-C9 straight or branched chain alkynyl, aryl, 
heteroaryl, carbocycle, or heterocycle, wherein said alkyl, alkenyl, alkynyl, aryl, heteroaryl, 
carbocycle, or heterocycle is unsubstituted or substituted with one or more substituents selected 
from R3; and 

R 3 is selected from the group consisting of hydrogen, C1-C9 alkyl, C2-C9 straight or 
branched chain alkenyl, C2-C9 straight or branched chain alkynyl, C1-C9 alkoxy, C2-C9 
alkenyloxy, aryloxy, phenoxy, benzyloxy, hydroxy, carboxy, C,-C 9 thioalkyl, C 2 -C 9 thioalkenyl, 
C1-C9 alkylamino, C 2 -C 9 alkenylamino, cyano, nitro, imino, sulfonyl, thiocarbonyl, sulfhydryl, 
halo, haloalkyl, trifluoromethyl, aryl, heteroaryl, carbocycle, and heterocycle, 

wherein said alkyl, alkenyl, alkynyl, alkoxy, alkenyloxy, aryloxy, thioalkyl, 
thioalkenyl, alkylamino, alkenylamino, aryl, heteroaryl, carbocycle, or 
heterocycle group is optionally substituted with a hydroxy, carboxy, carbonyl, 
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cyano, nitro, imino, sulfonyl, thiocarbonyl, sulfhydryl, halo, haloalkyl, 
trifluoromethyl, aryl, heteroaryl, carbocycle, or heterocycle group. 

1 8. (Withdrawn) The method of claim 1 7, wherein the neuronal activity is selected from the 
group consisting of stimulation of damaged neurons, promotion of neuronal regeneration, 
prevention of neurodegeneration, and treatment of a neurological disorder. 

1 9. (Withdrawn) The method of claim 1 8, wherein the neurological disorder is selected from 
the group consisting of peripheral neuropathy caused by physical injury or disease state, 
traumatic injury to the brain, physical damage to the spinal cord, stroke associated with brain 
damage, and a neurological disorder relating to neurodegeneration. 

20. (Withdrawn) The method of claim 19, wherein the neurological disorder relating to 
neurodegeneration is selected from the group consisting of Alzheimer's disease, Parkinson's 
disease, Huntington's disease, and amyotrophic lateral sclerosis. 



(Withdrawn) A compound of formula ID: 
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in 



or a pharmaceutically acceptable salt, ester or solvate thereof, wherein: 
nis 1-3; 

Ri is selected from the group consisting of -CR 3 , -COOR 3 , -COR 3 , -COOH, -S0 3 H, - 
S0 2 HNR 3 , -P0 2 (R 3 ) 2 , ~CN, -P0 3 (R 3 ) 2 , -OR 3 , -SR 3 , -NHCOR 3 , -N(R 3 ) 2 , -CON(R 3 ) 2 , - 
CONH(0)R 3 , -CONHNHS0 2 R 3 , -COHNSO^, -CONR 3 CN, 
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wherein said Ri group is either unsubstituted or additionally substituted with R 3 ; 

R and R 2 are independently C1-C9 alkyl, C 2 -C 9 alkenyl, aryl, heteroaryl, carbocycle, or 
heterocycle, wherein said alkyl, alkenyl, aryl, heteroaryl, carbocycle, or heterocycle is 
unsubstituted or substituted with one or more substituent(s) selected from R 3 ; and 

R 3 is selected from the group consisting of hydrogen, C1-C9 alkyl, C2-C9 straight or 
branched chain alkenyl, C2-C9 straight or branched chain alkynyl, C1-C9 alkoxy, C2-C9 
alkenyloxy, aryloxy, phenoxy, benzyloxy, hydroxy, carboxy, Q-C9 thioalkyl, C 2 -C 9 thioalkenyl, 
C1-C9 alkylamino, C2-C9 alkenylamino, cyano, nitro, imino, sulfonyl, thiocarbonyl, sulfhydryl, 
halo, haloalkyl, trifluoromethyl, aryl, heteroaryl, carbocycle, and heterocycle, 

wherein said alkyl, alkenyl, alkynyl, alkoxy, alkenyloxy, aryloxy, thioalkyl, thioalkenyl, 
alkylamino, alkenylamino, aryl, heteroaryl, carbocycle, or heterocycle group is optionally 
substituted with a hydroxy, carboxy, carbonyl, cyano, nitro, imino, sulfonyl, 
thiocarbonyl, sulfhydryl, halo, haloalkyl, trifluoromethyl, aryl, heteroaryl, carbocycle, or 
heterocycle group, 

22. (Withdrawn) The compound of claim 21, wherein the compound is non- 
immunosuppressive. 

23. (Withdrawn) The compound of claim 21, wherein said compound is l-(5- 

phenylpentanoyl)-2-(N,N-dicyclohexylcaitamoyl)-tetrahydro-lH-l-pyrazole or a 
pharmaceutically acceptable salt, ester or solvate thereof. 
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24. (Withdrawn) A pharmaceutical composition comprising: 

(i) a therapeutically effective amount of a compound of formula III: 

I III 




or apharmaceutically acceptable salt, ester or solvate thereof, wherein: 
n is 1-3; 

Ri is selected from the group consisting of -CR 3 , -COOR 3 , -COR 3 , -COOH, -SO3H, - 
SO2HNR3, -P0 2 (R 3 ) 2 , -CN, -P0 3 (R 3 ) 2 , -OR 3 , -SR 3 , -NHCOR 3 , -N(R 3 ) 2 , -C0N(R 3 ) 2 , - 
CONH(0)R 3 , -CONHNHS02R 3 , -COHNSO^, -CONR 3 CN, 
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wherein said Ri group is either unsubstituted or additionally substituted with R 3 ; 

R and R 2 are independently C x -C 9 alkyl, C 2 -C 9 alkenyl, aryl, heteroaryl, carbocycle, or 
heterocycle, wherein said alkyl, alkenyl, aryl, heteroaryl, carbocycle, or heterocycle is 
unsubstituted or substituted with one or more substituent(s) selected from R 3 ; and 

R 3 is selected from the group consisting of hydrogen, C1-C9 alkyl, C 2 -C 9 straight or 
branched chain alkenyl, C 2 -C 9 straight or branched chain alkynyl, C1-C9 alkoxy, C 2 -C 9 
alkenyloxy, aryloxy, phenoxy, benzyloxy, hydroxy, carboxy, C,-C 9 thioalkyl, C 2 -C 9 thioalkenyl, 
Ci-C 9 alkylamino, C 2 -C 9 alkenylamino, cyano, nitro, imino, sulfonyl, thiocarbonyl, sulfhydryl, 
halo, haloalkyl, trifluoromethyl, aryl, heteroaryl, carbocycle, and heterocycle, 

wherein said alkyl, alkenyl, alkynyl, alkoxy, alkenyloxy, aryloxy, thioalkyl, thioalkenyl, 
alkylamino, alkenylamino, aryl, heteroaryl, carbocycle, or heterocycle group is optionally 
substituted with a hydroxy, carboxy, carbonyl, cyano, nitro, imino, sulfonyl, 
thiocarbonyl, sulfhydryl, halo, haloalkyl, trifluoromethyl, aryl, heteroaryl, carbocycle, or 
heterocycle group; and 

(ii) a pharmaceutically acceptable carrier. 
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25. (Withdrawn) The pharmaceutical composition of claim 24, further comprising an 
additional neurotrophic factor. 

26. (Withdrawn) The pharmaceutical composition of claim 25, wherein the additional 
neurotrophic factor is selected from the group consisting of neurotrophic growth factor, brain 
derived growth factor, glial derived growth factor, cilial neurotrophic factor, insulin growth 
factor, acidic fibroblast growth factor, basic fibroblast growth factor, platelet-derived growth 
factor, neurotropin-3, neurotropLn-4 and neurotropin-5. 

27. (Withdrawn) A method for effecting a neuronal activity in a mammal, comprising 
administering to the mammal an effective amount of a compound of formula HI: 




ill 



I 

R 2 

or a pharmaceuticatly acceptable salt, ester or solvate thereof, wherein: 
nis 1-3; 

Ri is selected from the group consisting of -CR 3> -COOR 3 , -COR 3 , -COOH, -SO3H, - 
S0 2 HNR 3) -P0 2 (R 3 )2, -CN, -P0 3 (R 3 )2, -OR 3 , -SR 3 , -NHCOR 3 , -N(R 3 ) 2 , -CON(R 3 ) 2 , - 
CONH(0)R 3 , -CONHNHSO2R3, -COHNS02R 3 > -CONR 3 CN, 
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wherein said Ri group is either unsubstituted or substituted with one or more substituent(s); 
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R and R 2 are independently d-C 9 alkyl, C 2 -C 9 alkenyl, aryl, heteroaryl, carbocycle, or 
heterocycle, wherein said alkyl, alkenyl, aryl, heteroaryl, carbocycle, or heterocycle is 
unsubstituted or substituted with one or more substituent(s); and 

R 3 is selected from the group consisting of hydrogen, C,-C 9 alkyl, C 2 -C 9 straight or 
branched chain alkenyl, C 2 -C 9 straight or branched chain alkynyl, Cl-C 9 alkoxy, C 2 -C 9 
alkenyloxy, aryloxy, phenoxy, benzyloxy, hydroxy, carboxy, C,-C 9 thioalkyl, C 2 -C 9 thioalkenyl, 
Ci-C 9 alkylamino, C 2 -C 9 alkenylamino, cyano, nitro, imino, sulfonyl, thiocarbonyl, sulfhydryl, 
halo, haloalkyl, trifluoromethyl, aryl, heteroaryl, carbocycle, and heterocycle, 

wherein said alkyl, alkenyl, alkynyl, alkoxy, alkenyloxy, aryloxy, thioalkyl, thioalkenyl, 
alkylamino, alkenylamino, aryl, heteroaryl, carbocycle, or heterocycle group is optionally 
substituted with a hydroxy, carboxy, carbonyl, cyano, , nitro, imino, sulfonyl, 
thiocarbonyl, sulfhydryl, halo, haloalkyl, trifluoromethyl, aryl, heteroaryl, carbocycle, or 
heterocycle group. 

28. (Withdrawn) The method of claim 27, wherein the neuronal activity is selected from the 
group consisting of stimulation of damaged neurons, promotion of neuronal regeneration, 
prevention of neurodegeneration, and treatment of a neurological disorder. 

29. (Withdrawn) The method of claim 28, wherein the neurological disorder is selected from 
the group consisting of peripheral neuropathy caused by physical injury or disease state, 
traumatic injury to the brain, physical damage to the spinal cord, stroke associated with brain 
damage, and a neurological disorder relating to neurodegeneration. 

30. (Withdrawn) The method of claim 29, wherein the neurological disorder relating to 
neurodegeneration is selected from the group consisting of Alzheimer's disease, Parkinson's 
disease, Huntington's disease, and amyotrophic lateral sclerosis. 
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31. (Withdrawn) A compound of formula IV: 




or a pharmaceutically acceptable salt, ester or solvate thereof, wherein: 
nis 1-3; 

Ri is selected from the group consisting of -CR 3 , -COOR 3 , -COR 3 , -COOH, -S0 3 H, - 
S0 2 HNR 3 , -P02(R 3 )2, -CN, -P0 3 (R 3 ) 2 , -OR 3 , -SR 3 , -NHCOR 3 , -N(R 3 ) 2 , -CON(R 3 )2, - 
CONH(0)R 3 , -CONHNHSO2R3, -COHNS0 2 R 3> -CONR 3 CN, 
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wherein said Ri group is either unsubstituted or additionally substituted with R 3 ; and 

R 2 is C1-C9 alkyl, C 2 -C 9 alkenyl, aryl s heteroaryi, carbocycle, or heterocycle, wherein said 

alkyl, alkenyl, aryl, heteroaryl, carbocycle, or heterocycle is substituted with one or more 

substituent(s) selected from R 3 ; and 

R 3 is selected from the group consisting of hydrogen, C\-C 9 alkyl, C 2 -C 9 straight or 

branched chain alkenyl, C 2 -Q> straight or branched chain alkynyl, C1-C9 alkoxy, C 2 -C 9 

alkenyloxy, aryloxy, phenoxy, benzyloxy, hydroxy, carboxy, C x -C 9 thioalkyl, C 2 -C 9 thioalkenyl, 
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C r C 9 alkylamino, C 2 -C 9 alkenylamino, cyano, nitro, imino, sulfonyl, thiocarbonyl, sulfhydryl, 
halo, haloalkyl, trifluoromethyl, aryl, heteroaryl, carbocycle, and heterocycle, 

wherein said alkyl, alkenyl, alkynyl, alkoxy, alkenyloxy, aryloxy, thioalkyl, thioalkenyl, 
alkylamino, alkenylamino, aryl, heteroaryl, carbocycle, or heterocycle group is optionally 
substituted with a hydroxy, carbonyl, cyano, nitro, imino, sulfonyl, thiocarbonyl, 
sulfhydryl, halo, haloalkyl, trifluoromethyl, aryl, heteroaryl, carbocyle, or heterocycle 
group. 

32. (Withdrawn) The compound of claim 3 1 , wherein the compound is non- 
imrnunosuppressive. 

33. (Withdrawn) The compound of claim 31, wherein said compound is selected from the 
group consisting of: 

3- phenylpropyl 2-(N-cyclohexylcarbamoyl) pyrazolidine-carboxylate; 

4- phenylbutyl 2-(N-cyclohexylcarbamoyl) perhydro-pyridazinecarboxylate; 
l-(5-phenylpentanoyl)-2-(N-cy^ an d 
pharmaceutically acceptable salts, esters and solvates thereof. 

34. (Withdrawn) A pharmaceutical composition comprising: 

(i) a therapeutically effective amount of a compound of formula IV: 



PAGE 31/42 " RCVD AT 12/9/2005 1 1j11j27 AM astern [Standard [Time] ^SWiySPTO^EFXRF-e/^S "JDM&2738300 "_CSIp:USPTO " DURATION (mm-ss):1 1 -28 




IV 



or a pharmaceutically acceptable salt, ester or solvate thereof, wherein: 
n is 1-3; 
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Ri is selected from the group consisting of -CR 3 , -COOR 3 , -COR 3 , -COOH, -S0 3 H> - 
S02HNR 3 , -P0 2 (R 3 ) 2 , -CN, -P0 3 (R 3 ) 2 , -OR 3 , -SR 3 , -NHCOR 3> -N(R 3 ) 2 , -CON(R 3 ) 2 , - 
CONH(0)R 3 , -CONHNHS0 2 R 3 , -COHNS0 2 R 3 , -CONR 3 CN, 




OH 
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wherein said Ri group is either unsubstituted or additionally substituted with R 3 ; and 

R2 is C1-C9 alkyl, C2-C9 alkenyl, aryl, heteroaryl, carbocycle, or heterocycle, wherein said 
alkyl, alkenyl, aryl, heteroaryl, carbocycle, or heterocycle is substituted with one or more 
substituent(s) selected from R 3 ; and 

R 3 is selected from the group consisting of hydrogen, Ci-Ca alkyl, C 2 -C 9 straight or 
branched chain alkenyl, C2-C9 straight or branched chain alkynyl, C1-C9 alkoxy, C2C9 
alkenyloxy, aryloxy, phenoxy, benzyloxy, hydroxy, carboxy, d-C 9 thioalkyl, C2-C9 thioalkenyl, 
C1-C9 alkylamino, C2-C9 alkenylamino, cyano, nitro, imino, sulfonyl, thiocarbonyl, sulfhydryl, 
halo, haloalkyl, trifluoromethyl, aryl, heteroaryl, carbocycle, and heterocycle, 

wherein said alkyl, alkenyl, alkynyl, alkoxy, alkenyloxy, aryloxy, thioalkyl, thioalkenyl, 
alkylamino, alkenylamino, aryl, heteroaryl, carbocycle, or heterocycle group is optionally 
substituted with a hydroxy, carboxy, carbonyl, cyano, nitro, imino, sulfonyl, 
thiocarbonyl, sulfhydryl, halo, haloalkyl, trifluoromethyl, aryl, heteroaryl, carbocycle, or 
heterocycle group; and 
(ii) a pharmaceutical^ acceptable carrier. 

35, (Withdrawn) The pharmaceutical composition of claim 34, further comprising an 
additional neurotrophic factor. 

36. (Withdrawn) The pharmaceutical composition of claim 35, wherein the additional 
neurotrophic factor is selected from the group consisting of neurotrophic growth factor, brain 
derived growth factor, glial derived growth factor, cilial neutrophic factor, insulin growth factor, 
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acidic fibroblast growth factor, basic fibroblast growth factor, platelet-derived growth factor, 
neuro tropin- 3, neurotropin-4 and neurotropin-5. 

37. (Withdrawn) A method for effecting a neuronal activity in a mammal, comprising 
administering to the mammal an effective amount of a compound of formula IV: 




IV 



I 

*2 



or a phaimaceutically acceptable salt, ester or solvate thereof, wherein: 
nis 1-3; 

Ri is selected from the group consisting of -CR 3 , -COOR 3 , -COR 3 , -COOH, -S0 3 H, - 
S0 2 HNR 3 , -P0 2 (R 3 )2, CN, -P0 3 (R 3 ) 2 , -OR 3 , -SR 3 , -NHCOR 3 , -N(R 3 ) 2 , -CON(R 3 ) 2 , - 
CONH(0)R 3 , -CONHNHS0 2 R 3 , -COHNS0 2 R 3 , -CONR 3 CN, 
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wherein said R, group is either unsubstituted or additionally substituted with R 3 ; and 

R 2 is Ct-C 9 alkyl, C 2 -C 9 alkenyl, aryl, heteroaryl, carbocycle, or heterocycle, wherein said 
alkyl, alkenyl, aryl, heteroaryl, carbocycle, or heterocycle is substituted with one or more 
substituent(s) selected from R 3 ; and 

R 3 is selected from the group consisting of hydrogen, C r C 9 alkyl, C 2 -C 9 straight or 
branched chain alkenyl, C2-C9 straight or branched chain alkynyl, C,-C 9 alkoxy, C 2 -C 9 
alkenyloxy, aryloxy, phenoxy, benzyloxy, hydroxy, carboxy, C r C 9 thioalkyl, C 2 -C 9 thioalkenyl, 
Ci-C 9 alkylamino, C 2 -C 9 alkenylamino, cyano, nitro, imino, sulfonyl, thiocarbonyl, sulfhydryl, 
halo, haloalkyl, trifluoromethyl, aryl, heteroaryl, carbocycle, and heterocycle, 

31 

WASH_1468591.1 

PACE 35/42 4 RCVD AT 12/A/2005 11j11j27 AM JE a st em Standard Tjme] ISyR^ySPTO^EFX^B/W *_DNJS:2738300 *_CSip:USPTO * .DURATION I <mm-ss):11-2fi 



USPTO 12/9/2005 11:11 AM PAGE 36/042 Fax Server 

TO: Central Fax COMPANY: 

12/01/2005 17:41 FAX 12)035/041 



Application. No. 09/835,523 
Atty. Dkt. No. 054707-0661 
Response To Final Office Action Of 03-25-2005 

wherein said alkyl, alkenyl, alkynyl, alkoxy, alkenyloxy, aryloxy, thioalkyl, thioalkenyl, 
alkylamino, alkenylamino, aryl, heteroaryl, carbocycle, or heterocycle group is optionally 
substituted with a hydroxy, carboxy, carbonyl, cyano, nitro, imino, sulfonyl, 
thiocarbonyl, sulfhydryl, halo, haloalkyl, trifluoromethyl, aryl, heteroaryl, carbocycle, or 
heterocycle group. 

38. (Withdrawn) The method of claim 37, wherein the neuronal activity is selected from the 
group consisting of stimulation of damaged neurons, promotion of neuronal regeneration, 
prevention of neurodegeneration and treatment of a neurological disorder. 

39. (Withdrawn) The method of claim 38, wherein the neurological disorder is selected from 
the group consisting of peripheral neuropathy caused by physical injury or disease state, 
traumatic injury to the brain, physical damage to the spinal cord, stroke associated with brain 
damage, and a neurological disorder relating to neurodegeneration. 

40. (Withdrawn) The method of claim 39, wherein the neurological disorder relating to 
neurodegeneration is selected from the group consisting of Alzheimer's disease, Parkinson's 
disease, Huntington's disease and amyotrophic lateral sclerosis. 

41-47. (Canceled) 

48. (Previously Presented) A method of making a pharmaceutical composition, comprising 
adding together a pharmaceutically acceptable carrier and a compound of claim 1. 

49. (Withdrawn) A method of making a pharmaceutical composition, comprising adding 
together a pharmaceutically acceptable carrier and a compound of claim 1 1 . 

50. (Withdrawn) A method of making a pharmaceutical composition, comprising adding 
together a pharmaceutically acceptable carrier and a compound of claim 21 
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5 1 . (Withdrawn) A method of making a pharmaceutical composition, comprising adding 
together a pharmaceutically acceptable earner and a compound of claim 31. 
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